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Experimental Control Risk Ratio Risk Ratio

Study or Subgrou Events Total Events Total Weight M-H, Fixed, 959 M-H, Fixed, 959
Hideo Shigematsu(2020) 19 22 21 22 33.9% 0.90 [0.75, 1.09]

Min-Xu (2023) 39 42 41 42 66.1% 0.95[0.86, 1.05]

Total (95% CI) 64 64 100.0% 0.94 [0.85, 1.02]

Total events 58 62
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Experimental Control Risk Ratio Risk Ratio

Study or Subarou Events Total Events Total Weight M-H, Fixed, 959 M-H, Fixed, 959
Hideo Shigematsu(2020) 16 22 15 22 29.4% 1.07 [0.73, 1.57]

Min-Xu (2023) 37 42 36 42 70.6% 1.03[0.87, 1.21]

Total (95% CI) 64 64 100.0% 1.04 [0.88, 1.22]

Total events 53 51

Heterogeneity: Chi? =0.03, df =1 (P = 0.85); I?= 0%
Test f Il effect: Z = 0.46 (P = 0.64 0.5 0.7 1 15 2
est for overall effect: Z = 0.46 (P = 0.64) Favours [experimental] Favours [control]
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Trial Type Type Ice Ice gloves Outcome measures

of chemotherapy gloves use time
temperature
Mei-YingJue America randomized Mean: paclitaxel n=48 (-24°C~-20°C) 75min 16 weeks FACT-Taxane, CTCAE
(2022) (25) controlled trial Control:47
Treatme
Hideo Japan randomized phase | 220 paclitaxel n=4 (20°C) 90min 12 weeks FACT-NTX, PNQ, CTCAE, FACT-Taxane
Shigematsu 11 controlled trial

(2020) (24)

Ding QuanNg  Singapore  randomized Mean: paclitaxel n=46 90min 9 months PNQ, EORTC QLQ-CIPN 20, EORTC QLQ-C30,

(2020) (26) controlled trial Control:53.6 Electrophysiological assessments(NCS, SSR)
Treatment:56.4

Min Xu China randomized Mean:49.93 nab-paclitaxel, paclitaxel, =129 (-10°C~4°C) 60min 7 days CIPNAT, EORTC QLQ-C30, CTCAE

(2023) (7) controlled trial docetaxel, and carboplatin

Yuko Japan self-randomized Mean57.6 Nab-paclitaxel n=43 ¥ 60min 12 weeks CTCAE , PNQ, FACT-Taxane

Kanbayashi control study

(2019) (28)

Akiko Hanai Japan self-controlled Mean:56 paclitaxel n=10 \ 90min 12 weeks the incidence of CIPN (Objective Symptoms), PNQ

2017) (15) clinical trial (Subjective Symptoms)

Ting-Ting Yang  China self-controlled study | Mean:56.52 paclitaxel n=22 (243°C~247°C) | 90min 16 weeks EORTC QLQ-CIPN20

(2022) (29)
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Experimental Control
Study or Subgrou Events Total Events Total Weight
Ding Quan Ng(2020) 1 21 1 17 9.1%
Hideo Shigematsu(2020) 3 22 10 22 82.6%
Yuko Kanbayashi(2019) 2 38 1 38 8.3%
Total (95% ClI) 81 77 100.0%
Total events 6 12

Heterogeneity: Chi? = 2.20, df =2 (P = 0.33); I?= 9%
Test for overall effect: Z=1.57 (P = 0.12)

Risk Ratio
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Experimental Control
Study or Subgrou Events Total Events Total Weight
Ding Quan Ng(2020) 0 21 1 17  21.6%
Hideo Shigematsu(2020) 3 22 5 22 65.4%
Yuko Kanbayashi(2019) 2 38 1 38 13.1%
Total (95% ClI) 81 77 100.0%
Total events 5 7

Heterogeneity: Chi? = 1.16, df = 2 (P = 0.56); 1> = 0%
Test for overall effect: Z = 0.65 (P = 0.52)
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0.27 [0.01, 6.30]
0.60 [0.16, 2.21]
2.00[0.19, 21.14]

0.71 [0.26, 1.99]

0.01

Risk Ratio
M-H, Fixed, 95% CI

0.1
Favours [experimental]

1

10
Favours [control]

100





OPS/images/cover.jpg
& frontiers | Research Topics.

Innovative approaches to
overcome resistance

and toxicities of
anti-cancer drugs

Eaiteaby

Published in
Frontirs in Pharmcoiogy
Frontirs in Oncology






OPS/images/fonc.2024.1380453/table2.jpg
Ave/Axi ICI +

Oncogene
targeting
TKI (BRAF/
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EGFR/ALK)

No. of studies 72 10 8 10 17 5 5 11

n= 5860 1898 513 434 1996 578 484 964

G3-5 Toxicity™ | 54% (95% 58% (95% 57% (95% 57% (95% 56% (95% 49% (95% 61% (95% 62% (95%

CI =49-60%)  CI=40%-73%) CI=43-69%) CI =47 -66%) | CI 43 - 68%) CI39% - 69%) = CI44% -75%)  CI 53% - 71%)

Diarrhoea 7.1% 11.3% 5.6% (9/161) 6.0% (23/383) | 9.9% 4.4% (26/578) | 6.6% (32/484) | 4.8% (47/964)

G3-5 (393/5226) (216/1898) (152/1521)

Fatigue 4.1% 3.3% (62/1860) 2.5% (4/161) 3.6% (12/333) 3.9% (60/1505) 3.6% (21/578) 3.9% (19/484) 2.5% (23/904)

G3-5 (213/5106)

SOB 1.4% (34/2269) = 1.4% (8/585) 5.1% (3/59) 9.3% (3/32) 1.6% (9/567) 1.4% (8/556) 2.1% (2/95) 2.2% (12/540)

G3-5

Rash 2.7% 11.2% (22/1962) | 3.9% (8/204) <1% (3/400) <0.1% (4/1216) | <0.1% (3/578) | 1.5% (6/400) 7.1% (68/964)

G3-5 (129/4695)

ALT increase 5.6% 6.3% (120/1898) | 7.3% (15/204) 8.5% (30/353) 0.2% (21/1254) 3.9% (23/578) 6.1% (30/484) 5.6% (54/964)

G3-5 (287/5088)

AST increase 4.7% 3.4% (68/1962) 7.3% (15/204) 14.4% (51/353) | 2% (29/1254) 2.2% (13/578) 11.6% (56/484)  6.3% (61/964)

G3-5 (236/4972)

Hypertension 20.7% 21.1% 7% (12/162) 18.2% (79/434) | 18% (258/1519) | 22.4% 11.5% (56/484)  1.9% (6/312)

G3-5 (935/4498) (392/1854) (130/578)

irAE Toxicity 12.8% 12.9% 20.2% (18/89)  28.4% (25/88) | 2.3% (18/759) | 11.0% 14.2% 41% (33/81)

G3-5 (390/3042) (231/1787) (49/444) (49/343)

irAE Colitis 14% (42/2830)  1.7% (24/1345) 0% (0/68) 1.7% (1/57) <0.1% (1/570) 0% (0/76) 1.4% (5/343) 1.4% (6/439)

G3-G5

irAE Hepatitis 2.1% (52/2470)  2.0% (27/1345) 4.5% (4/89) 14.0% (8/57) 1.1% (8/673) 1.3% (1/76) 2.6% (9/343) 1.1% (3/264)

G3-G5

IrAE 1.1% (38/3471) 1% (14/1345) 5.3% (7/132) 4.4% (4/89) <0.1% (5/736) 1.8% (2/108) <0.1% (3/343) 2.7% (8/295)

Pneumonitis

G3-G5

NSCLC, Non-small cell lung cancer; RCC, Renal cell carcinoma; HPB, Hepatobiliary cancers; ICI, Immunecheckpoint inhibitors.

Len/Pembro, Lenvatinib + Pembrolizumab; Ave/Axi, Avelumab + Axitinib; Nivo/Cabo, Nivolumab + Cabozantinib.

BRAF, B-raf; MEK, Mitogen-activated protein kinase; EGFR, Epidermal like growth factor receptor; ALK, Anaplastic Lymphoma Kinase.

**No missing data for overall incidence of G3-5 toxicity across studies but missing data for individual toxicities & ICIs varied by disease type and toxicity - hence different total numbers for each
participant group**.

Bold values indicates the overall toxicity g3-g5 and irAEs.
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No. No.

of studies of participants

Included Studies 72 5860
Abstract/Conference 28% (20/72) 18.7% (1098/5860)
proceedings only

Study Design

Phase 1b 27.7% (20/72) 16.3% (961/5860)
Phase 2 58.3% (42/72) 32.1% (1886/5860)
Phase 3 13.8% (10/72) 51.4% (3013/5860)

Organ System/Tumour Histology

GU 22.2% (16/72) 37/2% (2182/5860)
RCC 13.8% (10/72) 32.3% (1898/5860)
Urothelial 5.6% (4/72) 2.6% (152/5860)
Prostate 1.4% (1/72) 7.1% (132/5860)
Thoracic 13.8% (10/72) 9.9% (583/5860)
NSCLC 11.1% (8/72) 8.7% (513/5860)
Thymoma 1.4% (1/72) 0.5% (32/5860)
Mesothelioma 1.4% (1/72)) 0.6% (38/5860)
Hepatobiliary 13.8% (10/72) 7.4% (434/5860)
HCC 8.3% (6/72) 4.8% (284/5860)
Biliary 5.6% (4/72) 2.6% (150/5860)
Upper/Lower GI 12.5% (9/72) 9.8% (577/5860)
Colorectal 6.9% (5/72) 6.2% (362/5860)
Gastric/oesophageal 5.6% (4/72) 3.7% (215/5860)
Skin

Melanoma 8.3% (6/72) 14.1% (829/5860)
Head and Neck 6.9% (5/72) 1.7% (105/5860)
Head/Neck SCC 4.1% (3/72) 1.0% (67/5860)
Anaplastic thyroid carcinoma 1.4% (1/72) 0.3% (16/5860)
Adenoid cystic carcinoma 1.4% (1/72) 0.04% (28/5860)
Gynae 9.7% (7/72) 15.6% (913/5860)
Cervical 2.8% (2/72) 14.8% (87/5860
Ovarian 4.2% (2/72) 1.1% (65/5860)
Endometrial 4.2% (3/72) 12.9% (761/5860)
Other

Breast 6.9% (5/72) 0.1% (49/5860)
GBM 1.4% (1/72) 0.1% (52/5860)
Sarcoma 4.1% (3/72) 2.2% (128/5860)
Multiple tumour types 1.4% (1/72) 2.3% (137/5860)
Therapy

ICI Target

PD-L1 34.7% (n=25/72) 34.7% (2034/5860)
PD-1 65.2% (n=47/72) 65.2% (3826/5860)
CTLA-4 1.4% (n=1/72) 0.1% (33/5860)
TKI Target

Multitargeted TKI 73.6% (52/72) 65% (3801/5860)
VEGF specific 12.5% (9/72) 18.7% (1095/5860)
BRAF & MEKi 9.7% (7/72) 12.3% (726/5860)
MEK:i alone 1.4% (1/72) 3.1% (183/5860)
EGFR 2.8% (2/72) 0.01% (42/5860)

ALK 1.4% (1/72) <0.01% (13/5860)

Most common regimens

Lenvatinib/Pembrolizumab 23.6% (17/72) 34% (1996/5860)
Avelumab/Axitinib 6.9% (5/72) 9.9% (578/5860)
Nivolumab/Cabozantinib 6.9% (5/72) 3.1% (484/586)

TKI, Tyrosine Kinase Inhibitor; ICI, Immune checkpoint inhibitor; RCC, Renal cell
carcinoma; NSCLC, Non-small cell lung cancer; HCC, Hepatocellular carcinoma; SCC,
Squamous cell carcinoma; GBM, Glioblastoma Multiforme; PD-L1, Programme Death
Ligand 1; CTLA-4, Cytotoxic T Lymphocyte Antigen 4; MEK, Mitogen activated protein
kinase BRAF, B-Raf proto oncogene; EGER, Epidermal Growth Factor Receptor; ALK,
Anaplastic Lymphoma Kinase; VEGEF, Vascular Endothelial Growth Factor Receptor

Bold values indicates the overall toxicity g3-g5 and irAEs.
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